Of 25 dapsone derivatives and analogs screened for activity against Mycobacterium leprae in the mouse footpad system, only 7 were active. All seven were metabolized to or contaminated with dapsone.
To investigate the mechanism of the antimicrobial action of dapsone (4,4'-diaminodiphenylsulfone) against Mycobacterium leprae, dapsone and 25 analogs and derivatives were screened for activity in the mouse footpad system by Shepard's kinetic method (15, 17) . Locally bred male BALB/c mice were inoculated, each hind footpad receiving 5,000 M. leprae of a single strain. In a series of 10 experiments, the compounds were administered incorporated into the mouse chow, each to a group of infected mice for periods of about 90 days, beginning 60 or 75 days after inoculation. Compounds were screened at a dietary concentration equimolar to 0.01 g of dapsone per 100 g of diet, except when the quantity available was insufficient. Groups of untreated mice served as controls. Harvests of M. leprae, usually from a pool of four footpads, were performed at intervals by established methods (14, 18) ; from the results of the harvests, bacterial growth curves were constructed. Activity of the compounds is expressed in terms of the "delay" of bacterial multiplication in treated mice compared with that in appropriate untreated control mice (15, 17) ; a delay of 30 days or longer is considered significant.
The results are summarized in Table 1 . In addition to dapsone (compound no. 1 in Table  1 ), only seven compounds were found to be active. Compounds no. 2 and 15 have been shown to be metabolized to dapsone (3, 8) . Compounds no. 3, 16, and 17 were probably metabolized to dapsone (1). Compounds no. 12 and 20 were contaminated with dapsone.
Only a few additional sulfones and sulfonamides have been screened for activity against M.
leprae in the mouse footpad system. Both 4,4'-diacetamidodiphenylsulfone and 4,4'-diformamidodiphenylsulfone are active against M. leprae in the mouse footpad system (16, 17) and are metabolized to dapsone in mice (6, 9) . Sulfadimethoxine is active at a concentration of 0.01 g/100 g, and sulfadoxine is active at a concentration of 0.04 g/100 g of mouse chow (5, 13). The minimal inhibitory concentration of dapsone for M. leprae is smaller than 5 ng/ml (12), approximately 100 times smaller than that for the most susceptible cultivable mycobacterial strains studied thus far (7, 10, 11) . The administration of dapsone to mice in a concentration of 0.01 g/100 g of chow produces a plasma concentration of about 1 ,ug/ml in the mouse (9 
